We describe a three generation family with
We describe a three generation family with three females showing minor features of orofaciodigital syndrome type I and a severely affected male in the third generation. In addition to the classical features ofOFD I, the male had bilateral duplication of the halluces, a feature diagnostic of OFD II, and an atrioventricular septal defect. Heart 14 Rimoin and Edgerton5 suggested that the cardinal feature of OFD II is bilateral polysyndactyly of the halluces. However, the male in the family we describe here had bilateral polysyndactyly of the halluces. Recently another family has been described with five affected males in three generations with transmission through females."8 The males were severely affected, with three of them dying in infancy, while the features in the two obligate female carriers examined were very minor. There was bilateral polysyndactyly in all five of the affected males in this family, though this was not present in either of the two females examined. In addition, there have been several reports of girls who have all of the clinical features thought to be specific to OFD I, including the milia and sparse hair, but no family history, who have also had bilateral polysyndactyly of the halluces.0 1920 It is also interesting to note that one of the trisomic males reported3 had bilateral polysyndactyly of the halluces and the other4 had right sided polysyndactyly of the hallux. Congenital heart defects have been reported in two families with OFD II but have not previously been observed in OFD I. The first case was a female who, on necropsy, was found to have a common atrium, a single atrioventricular valve, single ventricle, and truncus arteriosus." In the second report a male infant with classical features of OFD and a ventricular septal defect died a few days after birth. 22 In the woman's second pregnancy ultrasound scans showed that this fetus also had a heart malformation. At term she delivered a female infant with OFD. The child died a few days after birth and at necropsy an atrioventricular septal defect was found. The male described here shows that congenital heart defects are not confined to OFD II.
OFD I and OFD II are not phenotypically distinct and the case against an autosomal recessive locus2023 deserves re-examination. When a male neonate has features of orofaciodigital syndrome it is important to examine his mother carefully and not to assume that he has OFD II. In the family presented here and in the family described by Edwards et al, '8 the clinical features in the affected females were minor and would have been missed without thorough examination. If male survival in orofaciodigital syndrome is a reflection of allelic variation at an X chromosome locus it is to be expected that heterozygous females will have minor features when hemizygous males survive.
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